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1 . Pharmaceutical preparation, which contains the growth hormone and the stabilizing 
amino-acid, which is distinguished by the fact that it contains the effective amoimt 
of asparagine as the stabilizing amino-acid. 

2. Preparation according to the paragraph 1, which is distinguished by the fact that it is 
the water solution of the growth hormone containing asparagine as the buffer 
additive. 

3. Preparation according to the paragraph 2, which is distinguished by the fact that it 
has the value of pH 2-8. 

4. Preparation according to any of paragraphs 1-3, which is distinguished by the fact 
that concentration of asparagine does not exceed 100 mmole. 

5. Preparation according to any of paragraphs 1-4, which is distinguished by the fact 
that it contains in addition one or several compounds, selected from the group, 
which includes saccharides of salt of alkaline-earth metals and ammonivmi salts of 
organic and mineral acids. 

6. Preparation according to any of paragraphs 1 -5, which is distinguished by the fact 
that it contains the human growth hormone hGH as the growth hormone. 

7. The use of asparagine as the stabilizer of the growth hormone. 



FORMULA OF INVENTION 




(19) RU (11) 2098130 (13) CI 

(51) 

6 A 61 K 47/16//(A 61 K 47/16, 
38t27) 



KoMHTCT PoccHHCKOH Oe^^epa^MM 
no naTCHTaM h TOBapHUM SHaxaM 

(12) OIIHCAHECE H30BPETEHHH 

K nareHTy Pocchhckoh ^e^epamiH 



H 



H 



(21) 94045921/14 (22) 17.06.94 

(31) 2047/91 

(32) 20.12.91 

(33) DK 

(46) 10.12.97 Bioji. Ns 34 

(86) PCT/DK 92/00378 (16.12.92) 

(72) XaHC XoJibMerop CepeHceH(DK) 

(71) (73) Hobo HopwcK A/C (DK) 

(56) EIIB, naxcHT, 0303746, kji. A 61 K 

37/36. 1989. 
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TOP 



(57) Hcno;ib30BaHHe: b MeoHi^HHe, jsjisi cra- 
6HJiH3aAHH j'^pMaueBTawecKoro npenapara 
ropMOHa pocra. CymHocrb Haodpereioiifl: 4)ap- 
Mai^eBTHMecKHH npenapar coAcpacHT ropMOH 
pocra H 3^^CYTwmo^ KOJm^ecTBo cradnnH- 
anpyion^eH aMHHOKHCJiora - acnaparHHa. 
npHMCHeHHe acnaparHHa odecne^HBaer buco- 
Kyio CTa6H;n>H0CTb npenapaTa nporuB Acsa- 
M^AHpoBaHHs , OKHCJieHRfl H pacnxeruieHHH 
nenTHflmaix CBScseH. CTa6Hm>HOCTb npenapaxa 
j^aer B03M0:KH0CTb xpaHennfl h onpysKH ero 

B 04>HJIH30BaHH0M COCTOflHHH HJIH B 4x3pMe 

pacTBOpa npH xeMnepaType OKpy:KaioiaeH 
cp^nut. 2 c. H 5 3.n. ^nhi. 1 Ta6;i. 
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M3o6peTeHHe othochtch k cTa6MJiH3HpoBaH- 
HOMy (tapMaucBTHMecKOMy npenapary. ekjiio- 
MaiomeMy ropMOH pocra, k Mcroiiy 
HsroTOBjieHHa raKoro npenapara h Hcnojibso- 
BaHHK) acnaparHHa ajih CTa6H;iH3auHH npena- 
para ropMona pocra. 

ropMOHM pocra MMOBCKa H 06HHHHX 

AOMamHHx ^HBorHHx flBJunoTCsi 6eJiKaMH, 

COCTOSimHMH npHMCpHO H3 191 aMHHOKHCJIOTH, 

CHHresHpycMHMH H ceKpeTHpyeMWMH nepejxHew 
jionen rano^Hsa. qejiOBCMecKHH ropMon pocra 

COCrOHT H3 191 aMHHOKHOlOrW. 

ropMOH pocra HBJiaercfl lonoHeBbiM ropMO- 
HOM, BOB^e^eHHHM B pexjjism^ He roJibKO 
coMaTHtiecKoro pocra, ho raic^e b peryjiHUHio 
Mera6o;iH3Ma 6eiiKOB, yr.reBoaoB h .iHinmoB. 
OcHOBHoe ACiicrBHe ropMona pocra cocroHr b 
CTHMyjiflUHH pocra. 

CHcreMbi opranoB, na Koropwe BJiiwer 
ropMOH pocra. BKJiWMaKyr CKener, coeOTHHrejn,- 
HyK) rKaHB, MMnmw h BHyrpenHHe opraHM, 
xaKHe KaK ne^eHb, KHraeHHHK h uohkh. 

flo pa3pa6orKH peKOM6EiHaHrHOH tcxhOvIO- 
rHH H KJiOHHpoBaHHH rcHa ropMona pocra, 
BHSbraaionxHX b nacroHmee BpcMfl noffbCM 
npoH3BOflCTBa, nanpHMcp, MenoBCMecKoro rop- 
Mona pocra (hGH) h Mer- hGH b 
npoMHnuieHHOM Macnira6e, nenoBCMecKHii rop- 
MOH pocra Mor nojryMarbca rojn>KO nyreM 
sKcrpaKUHH H3 rwno<i)H30B iiejiOBeMecKHX rpy- 
noB. BecbMa jinMHrHpoBaHHwe nocrasKH rop- 
Mona pocra orpaHHUHBajra ero Hcno^TbaoBamiC 
crHMyjiflimeii pocra b flencrBHe h bo bpcmh 
no>ioBoro cospeBanHH ji.isi jieMCHHSi KapjiHKOBO- 
CTH H Heiiopa3BHrHH, aa^Ke xora h npefljiara- 
.locfa .reneHHe hm Majiopoorocra (CBSisaHHOH c 
;ie4)HUHroM ropMona pocra. HopMajibHOw Majio- 
pociocrn h cnnjipoMa Tepnepa), ae^Hunra 
ropMona pocra y Bspocjiux, 6ecnjio3Hfl, 
.leMCHHe oJKoroB, sa^HBJiemie pan. -neMCHHe 
ziHCTpoct)Hii, npHMencHHe jlisi crnMyjiHUHH 
06JIOMKOB npH cpacraHHH kocthhx nepcjiONiax, 
.iCMeHHS! ocreonopoaa. anct^ysHoro >Kejiyaou- 
Horo KpoBoreMeHHH m .io>KHhix cycraBOB. 

KpoMC Toro, 6bLno npeajio^KCHO npHMeneHHe 
ropMona pocra usisi yBe^iiiMenHfl cxopocrH pocra 

nOMaraHHX ^HBOrHMX HJIH HJiil CHH^eHHSI 

KO.iHMecrBa >KHpa y ^chbotowx. npejno-narae- 
MUX K saooK) ann norpe6.ieHH5i mciobckom. 

(DapMaueBrHMCCKHe npenaparw ropMona 
pocra HMCior reraeHUHio k Hecra6wjibH0CTH. 
OopaavKrrca npoayKrw pa3pymeHH5i raKne, xax 
aesaMManpoBaHHbie vvi\i cy.ib4)OKCMziHpoBaHHbie 
npojyKrbi w awMepHhie luin no.iHMCpHwe 
({jopMbi, oco6eHHO B pacTBopax ropMona pocra. 

npeo6.iaiiaiomHMH peaKUiisiMH pa3pyineHM5i 
hGH HB.isnorcsi: 1) ae3aMiuHpoBaHHe nyrcM 
npHMoro ni;ipo.iH3a «-ih nepea unioiMMecKoe 



cyKUHHMMHAHoe npoMC^yroHHoe coeflHHeHne c 
o6pa30BaHHeM pasjiHMHMx KOJiHuecTB L-asp- 
hGH, L-H30-asp-hGH, D-asp-hGH h D-h30- 
asp-hGH (ny6jiHKauHH I - 3), 2) oKHOieHHC 
MeriiOHHHOBbix ocrarKOB b nojio^eHHsix 14 h 
125 (ny6jiHKauHii 4 - 9), h 3) pacmenjieHne 
nenrHflHMX cBa3eH. 

fleaaMHWHpoBaHHe nponcxoaHr oco6eHHO y 
Asn B nojio»:eHHH 149. 

hGH AOBOJibHO -yienco okhcjihctcsi b 
nojio^cHMX 14 H 125. oco6eHHO b pacrBope 
(4 - 8), 

OKHCJieHHe hGH b pacrsope c oopasoaa- 
HHeM cyjib4)OKCimoB o6biHHo flBJiaercH cjieflcr- 
BHCM KHCJiopofla, pacTBopeHHoro B npenapare. 

PaCTBOpHMOCTb KHOIOpOfla B OTCTHJUIHpOBaHHOH 

BOAC cocraBJifler npHMepno 200 mkM (9). Tax 
xax KOHucHrpauHii hGH b npenapare, coAcp- 
^ameM 4 IU/mji, cocraB^iner 1,3 mf/mji, 
coorBercTBya 60 nM hGH, xHOiopoA 6yAer 
npncyrcTBOBarb npn ycnoBMX HopMajibHoro 
xpaHeHHH B H36HrKe, npEMcpno b 3000 pa3 
6oJibine crexHOMcrpiPiecKoro KOJiHMCcrBa juisi 
OKHOieHM hGH. HeB03MoxHo npaKTBwecKH 
penrarb ary npodrtcMy nyrcM AerasnpoBaHM 
6y4)epoB nepcA ynaxoBbreaHHeM h 3ane^arbt- 
saimeM npenaparoB. 

B HacroiHAee BpeMs ne CMHraKyr, mto arn 
npoAyKru AerpaAauHH o6.iajaK>r roKCH^ecKHM 
HAH H3MeHeHHbiM 6Ho;iorOTecKHM AeiicrBHeM 

HJIH CBOHCTBaMH CBaSMBaHHH C pCUenrOpOM, HO 

ecrb yxaaaHHe na ro, uro cra6HJibHOcrb 
KOH4)opMauHH cyvrb(lK)KCH^oB cHH^aerca no 
cpaBHCHHio c npnpoAHbiM hGH. 

Jlnsi pa3pa6orKH cra6tt;ibHoro, pacrBopen- 
Horo npenapara, coAepxamero hGH Ba^KHO 
3Harb creneHb o6pa30BaHHa cyjib4)OKCHAOB raK 
»ce, Kax H cpeACTBa 6opb6u c oKHCjieHHCM. 

KHHcrHxa AerpaAauKH 3aBHCHr or reMne- 
parypH, pH h pa3.iHMHbix Ao6aBOK h^ih 
aAbioBanroB h ;ieKapcTBeHHOH (twpMC (npena- 
pare) hGH. 

M3-3a Hecra6iLibHocrH ropMon pocra b 
HacTOsimee bpcmh nHO(}}H.-ni3yeTca h xpaHHrcsi 

B JIH04)HJIH30BaHHOH (Jx^pMC npH 4"C AO 

nepeBOAa b npeacaee cocroflHue (peKOHcrnry- 
HpoBamw) HJisi Hcnojib30BaHH5i, Mro6H mhhh- 
MH3HpoBarb AerpaaauHK). 

JlH04)HAH30BaHHHe ctapMaueBTHMccKMe 
npenaparw, sionoMaioiune hGH. b Hacronmee 
BpeM5i peKOHCTpvHpyercsi nauHenroM h 3areM 
xpaHsircH B bhac pacTBopa bo speMsi Hcnojib- 
30BaHii5i B reMCHHe nepHoaa ao 14 ahch npn 
4'C. BO BpcMsi KOToporo oyAer npoMCXoawrb 
HCKOTopafl AcrpaaauHfl. 

KpoMe roro, npouecc nepCBOAa b npe^Knee 
cocroflHwe ;iHo4)iLiH30BaHHoro ropMona pocra 
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MMcer TeHACHUMio npeflcraBiiflTb rpyflHOCTH ansi 
6ojibHoro. 

TaKHM o6pa30M, b HacroHmee BpeMsi 
npcAnoMTHTejibHO peKOHcrpyHpoBaTb ropMOH 
pocra KaK mo;kho aa MeHbmHH cpoK nepe^ 

MCnOJIb30BaHHeM H XpaHHTb H AOCraBJIHTb 

npenapar b 7iHOc()HJiH30BaHHOM coctohhhh. B 
uenH ABH^ceHUJi npenapara or npoHSBOAHxejiH 
AO anrcKH ecrb yaiOBM Jinsi ocymecTBJieHHfl 
MaHnny;i5mHH c npenaparaMH npH kohtpo;ih- 
pycMOH HH3KOH TeMncpaTypc, HanpMMcp, 4'C, 
MTO o6ecne™BaeT zuiHTCJibHoe xpaneHiie, ro 
jxsyx Jier. 

OflHaKo, pacmHpeHHoe HcnojibSOBaHHC 
"n3H'* CHCTCM jinsi caMO-^ieHCHHH H o6inHpHa« 
o6jiacTb npHMeHCHHH Tpe6yioT npenapara, 
KOTopHH cTa6jt;ieH b reneime AOcraTOMHO 
fljiHTCJibHoro cpOKa flo KOHCMHoro Hcnojn>30Ba- 

HHH B yCJIOBHHX, KOFfla "AOCTaTOHHOe" oxjia^- 

ACHHe He Bcenia nocxynHO. 

ripeAnoHTHTejibHO, npenapar AOJi^fcee 6Mrb 
CTa6ii;ieH y KOHCMHoro no;ib30Bare;ifl b jmo^K- 

JIH30BaHH0M COCTOHHHH B TCMeHHe npHMCpHO 

OAHoro Mecflua h AonojiHHrejibHo b reneHHe 
OAHoro Mec^ua b peKoncrpyHpoBaHHOM cocro- 
snrnn b "nsH" ycrpoHCTBe b reMCHHe npcAHa- 
MepeHHoro nepnoAa Hcno;n»30BaHHs xaprpHA^a. 

TaKHM o6pa30M, cymecrByer norpedHocrb 
B 6ojiee CTa6n;n>Hbix npenaparax ropMona 
pocra, KOTOpbie 6yAyT cra6HJibHbi b jiho<J)hjih- 

SOBaHHOM COCTOHHHH npH OTHOCHXeJIbHO BhlCO- 

KOH TCMneparype b reucHHe KaKoro-ro nepnoAa 
H AonojiHHTejn>HO b rcMCHHe nepnoAa Hcnojib- 

30BaHHH B paCTBOpe npH OTHOCHreJIbHO BblCOKOH 

rcMneparype. Taxaa CTa6H;iH3auHH HMcer 
o^eHb 6ojibmoe 3HaMeHHe, KorAa BBCAeHHC 
ropMona pocra nepeMcmaercH h3 kjihhhk b 

AOMa OTAeJIbHUX JinUy KOropWX KYTKHO JICMHTb, 

TAC HCJibSH AOCTHMb onrHMajibHoro xpaneHHA, 
KaK yxaaaHo BHme. 

Boviee roro, H3MeHeHHe xapaKrepa bbcac- 
HH5I ropMona pocra b cropOHy HcnojibsoBanHH 
"nan" (saKpurux) ycrpofiCTB rpe6yer cra6Hjib- 
Horo pacTBopeHHoro npenapara, coAepjKamero 
ropMOH pocra, Hro6bi o6nerMHrb MaHHny;i5mHH, 
KoropMe AOJixcen Bbino;iHflTb nauHenr. Cra- 
6HJibHbiH pacrBopeHHHii npenapar, coAep»ca- 
UXHH ropMOH pocra Moxcer npoHSBOAHrbca 
roTOBbiM Aiifl Hcno^ibSOBaHHH B c{)opMe Kapr- 
pHA^KCH, ycraHOBJieHHbix b saKpuroe ycrpoH- 
CTBO, Hcnojib3yeMoe 6o-nbHUM, KoropwH MO^cer 
B raKOM cjtvMae H36e>Karb peKOHcrHryHpoBaHHH 
npenapara, h cneAOBare-ibHO, ne ovAer 
coAepxcarb ;iiio(t)M^iH30BaHHoro npenapara, noA- 
xoAHmero pacrBopHre;ifl zlisi peKOHcrHrynpoBa- 
HH$i raKxce khk He norpeoyer Heo6xonnMoro 
yMCKHJi H crepmibHoro HHcrpyMCHrapiisi Ajih 
crepHvibHofi noAroroBKH npenapara. 



Ma coo6pa^eHHM 6e3onacHOCTH ^ejiarcjibno 
rax^e H36e;KaTb peKOHCTHryHpoBaHH^ jiho4)h- 
jiH30BaHHoro npenapara HenocpeACTBCHHO ne- 
peA npHMeHCHHCM npenapara. 

KpoMe roro, 6bLio 6bi raK^ce bhfoaho 
HCKJiiowrb craAHM viHO(t)H;m3aiufH npH noji- 
yMCHHH npenaparoB ropMona pocra. JlHocjjHiiH- 
3auHH - juimejibHbiH h AoporocroHniHH 
npouecc, H Macro "ysKHM mcctom" b npoHS- 
BOACTBe sBJiAercA orpaHHwenHafl MomnocrB 

iIH04)H;U>H0H CynOLTKH. 

TaKHM o6pa30M, cymecrByer Heo6xoAH- 
MOCTb CHH3Hrb crencHb npoaeccoB AerpaAauHH, 
Mro6bi Aarb B03Mo;KHOcrb nojiyMeHHS pacTBO- 
peHHbix npenaparoB hGH, Koropbie 6yAyT 
CTa6HJibHbi BO BpCMH xpaneHHH H B reMCHHe 
nepHOAa HcnojibsoBanH^ ao oahopo Mccai^a. 

npeAWAyn;He nonbirxH cra6HjiH3HpOBarb 
hGH He 6biJiH no^iHOcrbK) ycnemHbiMH b 
npeAOTBpan^eHHH o6pa30BaHHfl AHMepa. IIpo- 
6;ieMbi, CBflsaHHHe c o6pa30BaHHeM AHMepa 
oTMeTCHbi, nanpHMep, y Becker G.W., 
Biotechnology and Applied Biochemistry, 9, 
478 (1987). 

MeamynapoAHaa nareHrnaH ny6AHKamiK N 
WO 89/09614 H ABcrpajiHHCKaa nareHrnaa 
aaflBKa N 30771/89 pacKpbiBaK>r cra6HjibHyK> 
4)apMaKeBTHMecKyK> jiexapcrBeHHyio (t)opMy, 
coAep^aniyK) MejioBewecKHH ropMOH pocra, 
PAHUHH H MaHHHr. TaKofi npenapar acmohct- 
pnpyer yjiyHracHHyK) cra6H>TbH0CTb b reMenne 
o6biMHOH nepepa6orKH h xpanenHH b jiho4)h- 
AHSOBaHHOM cocTOiraHH, raK ^e KaK H B 
reneHHe nepnoAa HcnoAbsoBaHHfl nocne peKOH- 

CTHryHpOBaHHH . 

OnyS^rHKOBannaH EBponencKas nareRTHait 
sa^rBxa N 303 746 pacKpHBaer, Mro ropMOH 
pocra ;KHBorHoro mo;kho cra6HjiH3HpOBarb 
paajiHHHbiMH cra6H^iH3aropaMH, o6ecneHHBafl 
noHH^eHHoe o6pa30BaHHe HepacrBopHMux se- 
n^ecFB H coxpanenne aKniBHOcrH b pacrBope 
B BOAHOM CpCAC, H TaKHC CTa6H-riH3aropbi 
BKjiK>MaK)r HeKoropbie no;iHOJibi, aMHHOKHCJio- 
ru, no;iHMepbi aMHHOKHCior, HMeK)u;Mx aapa- 
pKeHHbje 6oKOBbie rpynnw npH 

({)H3HOvlOrHMeCKOH BeJlHHHHe pH H COJIH 

xojiHHa. riojiHOJibi Bhi6HpaK)rcsi ms rpynnu, 
cocroflmeH h3 HeBOCcraHaB.iHBaK)niHxcfl caxa- 
poB, cnnproB caxapoB, KHOior caxapoB, 
nenraspHrpHra, ;iaKT03hi, pacrBopHMwx b boac 
AeKcrpanoB h (JsHKo.xna; aMHHOKHcnorbi Bbi6H'* 
parorcfl h3 rpynnw, cocroHtueH h3 r^iHUHna, 
capK03HHa, jiH3HHa mill »x co;ieH, cepHHa, 
aprHHHHa h;ih hx co-iefi, 6eranHa, N.N-ahmc- 
rHAniHUHHa, acnapaniHOBofi KHCiorw hah ee 
coyieii, r-moraMHHOBori Kiiaiorw iuih ee cojiefi; 
no;iHMepbi aMMHOXHCior, hmcioiuhx aapaxeH- 
HyK) 6oKOByK> rpynny npH (t>H3HOJiorHMecKOH 
pH Moryr Bwonparbcfl h3 noAHAHSHHa, 
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noJiHacnaparMHOBOtf KHcaorbi, nojiHr/riOTaMHHO- 

BOM KHCJIOTU, nOJIHaprHHHHa, nOJIHrHCTHAHHa, 
nOJIHOpHHTHHa H HX CO.ICM; npOH3BOflHbie 

xojiHHa Bfai6HpaiOTC5i H3 rpynnu, cpcroflmeii h3 
xojiHHXJiopHAa, MOHo-xojiHH-zurrpaTa, 6HTapT- 
para xojiHHa, 6HKap6oHaTa xoiiHHa, tphxojihh- 
UHTpaxa, acKop6aTa xo;iHBa» 6opaTa xojiHHa, 
r-nioKOHaTa xojiHHa, (l)occJ)aTa xo;iHHa, ahxo- 
jiHHcyjib(t)aTa h AHxojiHHMyKaTa. 

B HacToinaee BpeMsi Shuio o6Hapy»ceHO, »rro 
npenapar ^iMOBeMecKoro ropMona pocra, co- 
Aep^amHH acnaparHH b KanecTBe Ao6aBKH turn 
6y4>epHoro BemecxBa, fleMOHcrpHpyer o^eHb 

BblCOKyiO CTa6HJIbHOCTI> B OTHOmeHHH J^e3aMH- 

AHpoBaHHH, oKHOieHHja H pacmeruiCHHa nen- 
THjD[Hux CBHseH. CTa6H;ibH0CTb 3Toro npenapara 
Aaer BosMo^cHOcrb ero xpaHCHHa vuivi nepcBoa- 

KH B JlH0(|)HJIH30BaHHOM COCTOflHHH HJIH B 
^OpMe paCTBOpCHHOrO WUm BHOSb paCTBOpCHHO- 

ro npenapara. 

TaxHM o6pa30M, npenapar ^aHHoro H3o6pe- 

TCKHH MO^er 6bITb B (J)OpMe >THO(J)HJIH30BaHHOrO 

noponiKa, peKOHCTHxyHpyeMoro BnocaeflcrsHH c 
HcnojibsoBaHHeM o6menpEnistTbix HOCHTCJieii, 
raKHX KaK AHcriuuiHpoBaHHaa BOAa hjih soAa 
jljisi HHbeKUHH, mm b (J}opMe pacTBopa, 
coAep:Kan^ero ropMoa pocra. TaKHe HOCHrejiH 
miH pacTBopHTCJiH Moryr sKjiiOMarb c)6^^e^pH- 
HHTbie KOHcepBaHTH, TaKHe KaK m-Kpeaoji h 
6eH3HJiOBbiH cnHpr. 

npeflnoHrarejibHoe ocymecTBvieHHC H3o6pe- 
reHHfl npeAcraBJiaercfl b (t)opMe (l)apMaueBTH- 
MCCKoro npenapara MCJiOBeMecKoro ropMona 
pocra, coAep;Kan;ero acnaparan b bhac 6y<^e- 
pHpoBaHHoro BOAHoro pacTBopa ropMona pocra, 
3a6y(t)epeHHoro acnaparHHOBWM 6y(|)epoM. Ta- 
KOH npenapar flBjisierca (JwpMOH, roroBoii k 
ynoTpe6jieHHio, h Mo;Ker xpaHiixbCH h nepcBO- 
3urbC5i B BHAe BOAHOTO pacTBopa 6e3 KaKoii- 
/ih6o 3HaHHrejtbH0H AerpaAauHH. 

Ms coo6pa;KeHHH craomibHOcrb pH pacrso- 
pa npeAnoKrwrevibHo AOBOAHrca ao SHaneHHsi b 
HHrepsaJie 2-8. ripenaparw, wMCioniHe pH 
or 5 AO 8 6ojiee npeAnoMrnre-ntbHU, h HaM6oAee 
npcAnoHTHTe/ibHbi npenaparbi, nMdomne pH or 
6 AO 7,5. 

Has noAyneHHsi cra6nAH3HpyK)mero acj)- 
(})eKra acnaparnH, npeAnoMrHTCibHO, Ao6aBA5i- 
ercH b KOAHMCCTBe AO 100 mM. KoHuenrpauHJi 
acnaparHHa npeAnoMriire-ibHo HaxoAnrcsi b 
MHrepsaAe or 2 ao 20 mM, HaH6oAee 
npcAno^rHTe^TbHO - ox 2 ao 10 mM. 

cDapMaueBTHMecKiiff npenapax AanHoro h30- 
6pereHM5i Mo;Ker raK^Ke HaxoAiirbca b ct)opMe 
AHo4DHAM30BaHHoro npcnapara. 

OapMaueBrMHecKHM npenapar H3o6pereHH5i ' 
MOHcer, KpoNie roro, Mo^Ker coAep>Karb cosin h 
caxapwAbi. JXJi^ roro, nxoou ooAerMnxb ero 
o6pa6orKy, HanpiiNiep, Aiio({)iLiH3auHio. 06hm- 



Ho B Ka^ecrBe Hano;iH5iiomero arenra juisi 
;iHO(i>HAH3auHH HcnoAbsyercH ManHHr. 

Eme OAHH acneKr aroro H3o6pereHH5i 
ornocHTCii k HcnoAbaosaHHKj acnaparHHa jmsi 
nanyMeHHH CTa6HjiH3Hix)BaHHoro npenapara 
ropMona pocra. 

B HacroflmeM KonreKcre "ropMOH pocra" 
MO«er 6Mrb ropMonoM pocra Aio6oro npoHC- 
xo^KACHHii, raxHM KaK nrHHHH, 6umhh, 

AOmaAHHUH, MCAOBeMCCKHH, OBeMHH, CBHHOH, 

AOCoceBHH, (t)ope;ieBWH hjih ryni^OBWH ropMOH 
pocra, npeAnoHrnrejibHO, 6bmbHM, MejiOBene- 

CKHM HAH CBHHbIM FOpMOHOM pOCra, npHVeM 

HaH6oAee npezmoMrnrejieH HejiOBCMecKHH rop- 
MOH pocra. B coorBercrBHH c H3o6pereHHeM 
HcnoAb3yeMbiH ropMOH pocra Moxcer 6birb 
npnpoAHbiM ropMOHOM pocra, BbiAejiennbiM h3 
npnpoAHoro Hcro^JHHKa, nanpHMcp, nyreM 
3KcrparHpoBaHH5i rHno4)H30B o6menpHH5irMM 

CnOCo6oM, HAH FOpMOHOM pOCra, nOJiyMCHHblM 

c noMonpyiO peKOMdnHanrHbix MeroAHX, nanpn- 
Mep, KaK OHHcaHO y E.B. Jensen and S. Carlsen 
B Biotech, and Bioeng 36. I-II (1990). 'TopMOH 
pocra" xaK^e Mo^cer 6brrb yce^eHHOH (|}opMOH 
ropMOHa pocra, b Koropoii oahh hah 6oAee 
aMHHOKHCAorHHX ocrarKOB yAaAen (yAajieHbi); 
ero anajioroM, b KoropoM oahh hah 6oAee 

aMHHOKHCAOTHKX OCTdrKOB B npnpOAHOH MOAC- 

KyAC saMen^en (3aMemeHbi) ApymM aMHHOKHC- 
AOTHMM ocrarKOM, npeAnoHrHre;n>HO ocrarKOM 
npnpoAHOH aMHHOKHcnorbi, ccah saMen^enne He 
OKasuBaer KaKoro-AH6o BpeAHoro AencrBH^, 
raKoro KaK anrHreHHocrb hah noHH^CHHoe 
ACHcrBHe; hah ero hpohsboahmm, nanpHMep, 
HMeioniHe N- ivm C-KOHuesoe npoAOJi^eHiie, 
raKoe Kax Met-hGH, Met-Glu-Ala-Glu-hGH 
HAH Ala-Glu-hGH. ITpeAnoMrHrenbHbiM ropMO- 
HOM pocra HBAaercH hGH. 

B HacroinneM KOHrexcre noA "bucokoh 
cra6HAbHocTbK)" noHHMaercH CAynaH, Konia 
npenapar cra6iLibHee oomenpHnnroro npena- 
para, coAep^amero (jjoccijarHbiH 6y4)ep. 

TepMHH "COAH", HCn0.1b30BaHHb[H B 3TOM 
OnHCaHHH AAH OOOSHaweHHH AOnOAHHreAbHblX 

cocraB-x^KJmHx c^apMaueBTHMecKoro npenapara, 
BKAK)Maer raxiie oomenpuHflXhie cojim, xaK 
coAH menoMHUx MeraA^ioB, meAOMHoaeMCAbMbix 
MerajiAOB hah aMMOHHfiHbie coah opranHMecKHx 
KHOior, raKHX xax .iiiMOHHasi xHCioxa, 
BHHHOKaMeHHan KucAOxa luin yKcycnasi khcao- 
ra, HanpHMep, mirpar Harpiin, raprpar narpHsi 
HJIH auerar Haxpiifl. iisiu MHHepa-ibHwx khcaox, 
xaKHx KaK coAanaj! xHCAOxa, nanpuMep, 

XJIOpHA HaxpHSl. 

"CaxapHAw" Moryr owrb MOHOcaxapHAaMH, 
AHcaxapHAaMH ilih cnnpraMH caxapoB, xoxopwe 

06bIMH0 HCn0;ib3yK)XC5l A-IH ctapMaUCBXHHeCKHX 

npenapaxoB, xaKUMH xax .laxxosa ham MaHHHx. 
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PacTBopHTCJib, McnanbayeMHM b npenapa- 

TaX flaHHOrO H306peTeHH5I, MO^CT 6bITb boaohi, 
CnMprOM, TaKHM KZLK 3TH;iOBbIM, H-nponHJIOBWM 
HJIH H30nponHJIOBhIH, 6yTH;iOBMH CnwpT HJIH 
HX CMCCH. PaCTBOpHTCJIb MO^CCT BKJIIOMaTb 

KOHcepBaHT, TaKoii KaK M-Kpeaoji vum 6eH3H- 
jiOBUH cnnpr. 

M3o6peTeHHe o6T>HCH5ieTCH 6ojiee noflpo6Ho 
B HH»cecJIei^yK)I^HX npHMcpax, Koropwe luuno- 
crpMpyiOT H3o6peTeHiie. Ohh hc aoji^chm 
paccMaTpHBaxbCfl KaK orpaHHHHBaiomee o6beM 
H3o6peTeHH«, KOTopwH onpeaejiflCTCH npnitara- 
eMOM c{)opMyjioH H3o6peTeHiM. 

3KCn6pHMeHTaJIbHa5! MaCTb. 

ripHMep. 

CHH»:eHHe AesaMHAHpoBanra. 

CrencHb AesaMHflHpoBaHHH oacHHsajiacb 
npH 25" C AJiH npenaparoB hGH, coAep^amiix 
6 lU hGH npH pH 6,5 b npHcyrcTBHH 10 mM 
Asn b cpaBHeHHH c 8 mM (JjocctaTHbiM 6y(J)epoM 
npH TOM «e caMOM sHaMCHHH pH H pH 7,3. 

ripenapaTbi hGH noJiyMajiH nyrcM pacrso- 
peHHH 20 MT hGH b 10 mji 10 mM pacxBopa 
acnaparHHa, npHroTOBjieHHoro nyTCM pacxBope- 
HM 13,2 Mr acnapanma b 10 mji achohhsh- 



posaHHOH Bozibi, coiiep^KameH 0,9% (o6i>- 
eM/o6beM) 6eH3»uioBoro cnnpra, h Ao6aBJieHH- 

eM 0,1 HOpM. COJI5IHOH KHCJIOTbl AO 

yCTaHOB;ieHHoro pH. 

ripenapaTH hGH, npeAcraBjieHHue b hh- 
TKcaieffyiouiePi Ta6;iHue, xpaHHjiH npH 25°C h 
anajiHSHpoBaviH Ha coAcp^aHHC ACsaMHAO-npo- 

H3BOAHblX MepeS 14 H 30 AHCH C nOMOIABK) 

lE-HPL C. PesyjibTara bhahh h3 HicKecneAy- 
K>meH Ta6jiHUH. 

Ms BbunenpHBeACHHOH TaSjmnhi bhaho, hto 
Ae3aMHzrE[poBaHHe hGH CHmKaercfl npHMepno 
Ha 25% npH Ao6aBJieHHH no cpaBHCHino c 
(i)oc4)aTHMM 6ycJ)epoM npH pH 6,5. 

jIo6aBAeHHe Asp hjih Glu yBejiHwaaer 
CKopocTb AesaMHAHpoBaHHii no cpasHeHHio c 
(f}occt)aTHBiM 6yct}epoM npH pH 6,5. 

BbnnenpHBCAeHHMe pe3yjibTaTbi noKasMBa- 
Krr, MTO creneHb AesaMHAHpoBanHfl cHH^aercH 
npH CHH^KeHHH pH H Ao6aBJieHHH acnaparHHa 

B HH3KHX KOHUeHTpaUHHX AO 100 mM, 

npeAnoHTHTevibHO okojio 5 mM. CxeneHb 
Ae3aMKaHpoBaHHfl Mo^er 6brrb CHiGKeHa 6ojxee 
HtM na 50% nyTCM cHH^eHHA pH h aaMeneHbi 
({)OC(t)aTHoro 6y(ljepa acnapanmoM. 



OOPMYJIA H30BPETEHH5I 



1. OapMaucBTHMecKHH npenapaT, coAep»ca- 
n^HH ropMOH pocra h CTa6H;iH3HpyioniyK> 
aMHHOKHCJiOTy, omjiuHafomuucx tcm, hto oh 

COACp^KHT B KaHCCTBe CTa6HJIH3HpyK)nxeH aMH- 

HOKHCJioTM 34)4)eKTHBHoe KOJiHMecTBO acnapa- 
rHHa. 

2. IlpenapaT no n.l, onuiuHatomuucsL tcm, 
MTO OH npcAcraBJisieT co6oh boahlih pacraop 
ropMOHa pocra, coAcp^amHH acnapaoiH b 
KaMccTBC 6ycJ)epHOH Ao6aBKH. 

3. npenapaT no n.2, omjiunaiou^uucx tcm, 
MTO OH HMcer BejiHMiiHy pH 2-8. 

4. npenapaT no jiK)6oMy h3 nn.l - 3, 
omjiunafou^uucsi tcm, hto KOHueHTpauwa 
acnaparHHa He npeBHmaeT 100 MMOJib. 



5. npenapaT no ;iK)6oMy h3 nn.l - 4, 

OmJlUHaiOlHUUCU TCM, wo oh AOnOJIHHTCAbHO 
COAepSCHT OAHO HJm HeCKOJIbKO COeAHHeHHH, 

BM6paHHbix H3 rpynnu, BKjnowaiomeH caxapH- 
AH co;iH nie;io»nrax MerajuiOB, mejiOMHOSCMCJib- 

HHX MeTaJUIOB H aMMOHHHHbie COJIH 

opraHHMecKHx h MiraepajibHMx khcaot. 

6. npenapaT no ;iK)6oMy h3 nn.l - 5, 
omjiunafou^uucsi tcm, hto oh coAep^HT b 
KanecTBe ropMona pocra HejiOBCMecKHH ropMOH 
pocra hGH. 

7. npHMeneHHe acnaparHHa b KaMecTBC 
CTa6H;ra3aTopa ropMona pocra. 
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Ta 6/1 M q a 



Coflep>KaHne AeaaMUflonponaBo/ibHbix hGH npw onpefleneHnn c noMoujbio • 
lE-HPLC, KaK 4)yHKi4Mfl roTOBOM (JjopMbi npenapara v\ epeweHU, b pacreope npn 25°C. 



CocraB 
npenapara (*) 


06pa30BaHMe AeaaMWAO-coeAMHeHMj? npM 25°C 


14 AHCM 0 


30 AHGM 


8 mM AM-Na-4>oat5aT 






pH 6.5 


7.8 


10,8 


8 mM AM-Na-(}D0c4)aT 






pH 7.3 


15.2 


20,3 


8 mM AM-Na-ct30Cct)aT 






pH 6.5 


9.4 


13.2 


0,3% M-Kpe3on 






10 mT\A Asp, pH 6,5 




HO 


10 mM Asn, pH 6,5 


6.5 


8.3 


10 mM GLu, pH 6.5 


14.8 


HO 



* - CoAep^KMT 0,9% 6eH3MnoBoro cnnpTa. aa ncjcnraMeHneM npenapara 3. 
CoAep>KaHMe AeaaMMAO-hGH b mcxoahom Marepnana cocraBJiflJio 2.1%. 



Saxaa f^JlyUj IloanHCHoe 
BHHHnH, Per. -TIP No 040720 
113834, rcn, MocKBa, PayuiCKaa Ha6.,4/5 

121873, MocKBa, BepexcKOBCKafl Ha6., 24 cxp. 2. 
npoHSBOiiicTBeHHoe npeanpwflTHe «naTeHT-> 



